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Abstract: Abnormal heart rate variability (HRV) has been observed in patients with systemic
lupus erythematosus (SLE). In a combined cross-sectional and interventional study approach,
we investigated the association of HRV with inflammation and oxidative stress markers,
patient-reported outcomes, and the effect of 12 weeks of aerobic exercise in HRV. Fifty-five women
with SLE (mean age 43.5 ± 14.0 years) were assigned to either aerobic exercise (n = 26) or usual care
(n = 29) in a non-randomized trial. HRV was assessed using a heart rate monitor during 10 min,
inflammatory and oxidative stress markers were obtained, psychological stress (Perceived Stress
Scale), sleep quality (Pittsburg Sleep Quality Index), fatigue (Multidimensional Fatigue Inventory),
depressive symptoms (Beck Depression Inventory), and quality of life (36-item Short-Form Health
Survey) were also assessed. Low frequency to high frequency power (LFHF) ratio was associated with
physical fatigue (p = 0.019). Sample entropy was inversely associated with high-sensitivity C-reactive
protein (p = 0.014) and myeloperoxidase (p = 0.007). There were no significant between-group
differences in the changes in HRV derived parameters after the exercise intervention. High-sensitivity
C-reactive protein and myeloperoxidase were negatively related to sample entropy and physical
fatigue was positively related to LFHF ratio. However, an exercise intervention of 12 weeks of aerobic
training did not produce any changes in HRV derived parameters in women with SLE in comparison
to a control group.
Keywords: autonomic nervous system; exercise; inflammation; fatigue; rheumatic disease
1. Introduction
Systemic lupus erythematosus (SLE) is a systemic autoimmune disease with multifactorial
etiology that predominantly affects women [1]. In recent years, the diagnosis and treatment of SLE
has significantly improved [2], and deaths due to lupus manifestation have decreased [3]. However,
cardiovascular disease (CVD) mortality remains one of the leading causes of death in SLE patients [4,5].
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The importance of the autonomic nervous system (ANS) on cardiovascular health and prognosis
has already been reported [6,7]. In fact, the ANS plays a key role in regulating immune responses to
inflammatory stimuli [8]. Heart rate variability (HRV) is a noninvasive and sensitive measure of ANS
function [9] and is defined as the physiological variation in the duration of intervals between sinus
beats [10]. Autonomic dysfunction is common in autoimmune rheumatic diseases [11], and specifically,
increased sympathetic and decreased parasympathetic activity as reported by several studies in patients
with SLE [12–14]. In this sense, patients with SLE have shown abnormal HRV, a surrogate marker
of cardiac ANS dysfunction [15], which may predispose to the onset of fatal arrhythmias in these
patients [16]. Considering that HRV is inversely associated with inflammatory markers in healthy
individuals and in patients with CVD [17], it is of clinical interest to: (i) understand the extent to which
HRV might be associated to inflammatory markers and patient-reported outcomes (PROs) and (ii)
whether HRV can be enhanced through interventions in women with SLE.
Exercise is a potential intervention that significantly increases cardiorespiratory fitness [18,19],
improves cardiovascular function and PROs (i.e., fatigue, depression, etc.) [20] in patients with SLE.
Although exercise has shown to decrease cardiovascular morbidity and mortality in the general
population [21,22], its benefits in SLE population are understudied to the extent that exercise hardly
appear in the EULAR guidelines for the management of this chronic disease [23]. Benatti and
Pedersen [24] suggested that one of the mechanisms by which exercise might benefit the cardiovascular
system in patients with rheumatic diseases is through direct or indirect anti-inflammatory effects.
Based on the effects of exercise in the general population [25] and other chronic conditions [26,27],
it might be hypothesized that exercise (and particularly aerobic exercise) could also increase HRV and
thus regulate the ANS in women with SLE. Although there have been some studies evaluating HRV
after an exercise stress test in this population [28,29], to the best of our knowledge, no prior research
has evaluated the effects of an aerobic exercise program on HRV in women with SLE.
Therefore, the aims of this study are (1) to cross-sectionally explore the associations of HRV with
inflammatory markers and PROs; and (2) to analyze the effect of a 12-week aerobic program in women
with SLE on HRV derived parameters.
2. Materials and Methods
2.1. Study Design and Participants
This study included data of 58 women with SLE from a non-randomized controlled trial
investigating the effects of a 12-week aerobic exercise program on arterial stiffness, inflammation,
and cardiorespiratory fitness [19]. Participants were recruited from the Systemic Autoimmune
Diseases Unit of the “Virgen de las Nieves” and “San Cecilio” University Hospitals (Granada, Spain).
A comprehensive description of the inclusion and exclusion criteria can be found elsewhere [19].
The study was approved by the Research Ethics Committee of Granada (ref. No.: 10/2016) and
registered at clinicaltrials.gov [NCT03107442] with HRV among the pre-established secondary outcomes.
All participants signed written informed consent. The baseline data were used for the cross-sectional
analyses of the present study.
2.2. Intervention
2.2.1. Exercise Group
The exercise program has been comprehensively described elsewhere [19] following the Consensus
on Exercise Reporting Template (CERT) [30]. Participants assigned to the exercise group performed
two 75-min sessions per week of moderate to vigorous intensity aerobic exercise on a treadmill
(BH, Serie i.RC12 Dual, Vitoria-Gasteiz, Spain) for 12 weeks. All sessions began with a warm-up
on the treadmill at about 35–40% of the heart rate reserve (HRR) plus 3–4 min of active stretching,
while ending with a cool down of static stretching and relaxation. Exercise was prescribed with training
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intensity progressively increasing in a range from 40% to 75% of each individual’s HRR. In all sessions,
heart rate was monitored with a Polar V800 (Polar Inc., Kempele, Finland).
Only continuous exercise was performed during the first half of the program. Continuous sessions
comprised several bouts of exertion at constant intensity, followed by a couple of minutes of recovery.
At 8 weeks, continuous and interval sessions were alternated, and at 12 weeks, the patients performed
only interval training sessions, with periods of lower and higher intensity efforts followed by some
minutes of rest for hydration. The progression in volume and/or intensity was undertaken by increasing
the treadmill speed or inclination according to the perceived exertion of each patient. Lastly, the exercise
intensity progressions had to be slightly modified since several patients perceived a 5% HRR intensity
increase as very heavy and difficult-to-follow. Therefore, exercise intensity increased by 2.5% instead
of 5% in some weeks.
2.2.2. Control Group
SLE patients assigned to the control (usual care) group received information about a healthy
lifestyle, including physical activity guidelines and basic nutritional information.
2.3. Heart Rate Variability
Participants were requested not to drink caffeinated or alcoholic drinks, to fast for at least 3 h,
and not to participate in physical activity 24 h before the assessment. R-R intervals were recorded with
a Polar V800 (Polar Inc., Kempele, Finland), a validated instrument [31], placed at the sternum level.
Participants were place in supine position in a quiet room (temperature 22–24 ◦C) between 4 p.m. and
7 p.m., and were instructed to breath normally, stay relaxed and not to speak or fidget during the
assessment. HRV was recorded for 10 min, after a period of 5 min, at a sampling frequency of 1000 Hz.
HRV raw data was analyzed with Kubios (HRV analysis, Finland). After visual inspection for any
premature contractions or ectopic beats in the recording, a 5-min period was manually selected by
the evaluator. Kubios filters were applied accordingly based on inter-individual variability and if the
sample presented more than 5% of interpolated R-R intervals it was discarded as per manufacturer’s
recommendation [32].
The following HRV derived parameters were analyzed: the standard deviation of the average
normal-to-normal (NN) interval (SDNN), the square root of the mean squared differences of successive
NN intervals (RMSSD), and percentage of consecutive R-R intervals that differ by more than 50 ms
(pNN50), low frequency power (LF: 0.04–0.15 Hz), high frequency power (HF: 0.15–0.4 Hz) and LF to
HF power ratio (LFHF) indices (which were computed using the fast Fourier transform), Poincaré Plot
were standard deviation 1 (SD1), represents short-term variability, and standard deviation 2 (SD2),
the long-term variability (compared with SD1); and sample entropy (SampEn).
2.4. Patient-Reported Outcomes
Health-related quality of life was assessed using the short version of the Spanish version of the
36-item Short-Form Health Survey (SF-36) [33]. Depression was assessed through the Beck Depression
Inventory-second edition (BDI-II) [34]. Psychological stress was measured with the Perceived Stress
Scale (PSS) [35], and fatigue with the Multidimensional Fatigue Inventory (MFI) [36].
2.5. Inflammatory and Oxidative Stress Markers
Fasting blood samples for biochemical and immunological tests were collected and processed.
High-sensitivity CRP (hsCRP), interleukin 6 (IL-6), and tumor necrosis factor α (TNF-α) were measured
as markers of inflammation, whereas myeloperoxidase (MPO) was determined as a marker of
oxidative stress.
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2.6. Other Measurements
Height was measured using a height gauge, weight with a bioimpedance device (InBody R20,
Korea), and body mass index (BMI) was calculated (kg/m2). Blood pressure was measured with
Mobil-O-Graph® (IEM GmbH, Stolberg, Germany) [37]. Disease activity was assessed through the
Systemic Lupus Erythematosus Disease Activity Index (SELENA-SLEDAI) [38]. Physical activity was
self-reported with the International Physical Activity Questionnaire [39]. All participants filled out a
socio-demographic and clinical data questionnaire.
2.7. Classification of Responders, Non-Responders, and Adverse Responders
The inter-individual variability of the patients in the response to the intervention was analyzed
by categorizing participants from each group as responders, non-responders or adverse responders
using the typical error measurement (TE). The TE was calculated using the equation TE = SDdiff/
√
2,
where SDdiff is the standard deviation of the difference scores observed between the 2 repeats of
each measurement [40]. A responder was defined as an individual who demonstrated an increase
(in favor of beneficial changes), an adverse responder was defined as an individual who demonstrated
a decrease, and a non-responder was defined as an individual who failed to demonstrate an increase
or decrease that was >2 times the TE away from 0. A change more than 2 times the TE means that this
response is a true physiological adaptation beyond what might be expected to result from technical
and/or biological variability [41].
2.8. Treatment Allocation and Blinding
Randomization was not possible as many participants lived far and were not able to attend the
exercise sessions in case of being randomized to exercise. Therefore, participants from the city of
Granada were included in the exercise group and participants living outside Granada were included in
the control group. To minimize potential selection bias, we aimed to match the groups by age (±2 years),
BMI (±1 kg/m2), and SLEDAI (±1 unit). The data analyzer was blinded to the patient allocation.
2.9. Statistical Analysis
Normality was tested using visual inspection of histograms and Q-Q plots. As HRV-derived
parameters were non-normally distributed, their descriptive analysis was presented using median and
interquartile range, while non-parametric test was used for the main analysis. Between-group baseline
characteristics were compared with the Student t-test (when normally distributed), Kruskal–Wallis
test (when non-normally distributed) for continuous variables and the Chi-square test for categorical
variables. To explore the associations of HRV with inflammatory and oxidative stress markers (hsCRP,
IL-6, TNF-α and MPO) and PROs (aim 1), scatter plots and Spearman’s bivariate correlations were used
as preliminary analyses to understand raw associations. Subsequently, quantile regression models
were built, including each of the above HRV parameters as dependent variables and each inflammatory
marker as independent variables in regression models along with age, heart rate, and disease duration
as relevant factors that might confound the association of interest. This same procedure was followed
with PROs. Other variables included in the regression model were SLEDAI, systemic damage index
(SDI), and smoking. However, neither of these variables affected the regression coefficients; therefore,
they were not included. Inflammatory markers (hsCRP, IL-6 and TNF–α) and MPO were winsorized
to the highest value due to the presence of outliers.
To assess the effects of the exercise intervention (aim 2), the between group differences in the change
from baseline in HRV-derived parameters were assessed through quantile regression with baseline values,
heart rate, and age as covariables. As we aimed at assessing efficacy, the primary analyses were defined as
per-protocol, where patients from the exercise group were included if attendance to the exercise sessions
was ≥75%. We additionally performed sensitivity analyses including (i) participants with attendance
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≥90%; and (ii) baseline observation carried forward (BOCF). All the analyses were conducted with SPSS
v.26 (IBM SPSS Statistics, Chicago, IL, USA). Statistical significance was set at p < 0.05.
3. Results
The flowchart of the study participants throughout the trial is presented in Figure 1. A total of 58
patients completed the baseline assessment and were included in aim 1 analysis (n = 55).
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Figure 1. Flowchart of the study participants throughout the study.
For aim 2, participants were assigned to either the exercise group (n = 26) or the control group
(n = 32). At baseline (Tables 1 and 2), the control group showed a higher IL-6 levels (median difference
3.10 pg/mL; p = 0.018), lower score i the physical compon nt summary of the SF-36 (mean difference
−4.9 units; p = 0.034), and higher punctuation in depressive symptoms (mean difference 9.0 units;
p = 0.011) than the exercise group.
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Table 1. Baseline characteristics of the study participants.
All (n = 55) Exercise (n = 26) Control (n = 29) p
Mean (SD) Mean (SD) Mean (SD)
Age, years 43.5 (14.0) 42.9 (15.1) 43.9 (13.3) 0.808
BMI, kg/m2 25.4 (4.8) 25.9 (3.4) 25.0 (5.8) 0.491
SBP, mm/Hg 117.5 (10.3) 116.8 (9.9) 118.1 (10.6) 0.653
DBP, mm/Hg 75.3 (9.4) 75.5 (8.7) 75.1 (10.01) 0.843
MBP, mm/Hg 94.6 (8.7) 94.5 (8.3) 94.7 (9.2) 0.937
Mean HR, bpm 76.70 (10.71) 79.11 (9.76) 74.54 (11.23) 0.112
hsCRP, mg/L (median, IQR) 1.6 (2.6–6.5) 2.2 (1.9–7.6) 1.2 (1.5–7.1) 0.218
IL-6, pg/mL (median, IQR) 10.5 (9.4–12.3) 8.2 (7.1–11.7) 11.3 (10.3–14.0) 0.018
TNF-α, pg/mL (median, IQR) 15.6 (15.7–19.8) 16.5 (15.4–21.1) 14.8 (14.3–20.4) 0.385
MPO, ng/mL (median, IQR) 69.6 (79.1–119.6) 60.1 (62.4–126.9) 75.7 (76.3–130.9) 0.385
Smoke (%) 23.6 15.4 31.0 0.237
Menopause (%) 38.2 38.5 37.9 0.968
Dyslipidemia (%) 16.4 19.2 13.8 0.586
Statins (%) 16.4 23.1 10.3 0.203
Immunosuppressants (%) 45.5 46.1 44.8 0.921
Current corticosteroid intake (mg/day) 3.86 (5.1) 4.08 (6.1) 3.70 (4.2) 0.789
Disease duration, years 15.1 (10.1) 14.54 (10.4) 15.6 (9.9) 0.704
Total PA, min/week 94.8 (92.6) 97.5 (95.9) 92.4 (91.1) 0.660
SLEDAI 0.16 (0.764) 0.04 (0.196) 0.28 (1.0) 0.254
SDI 0.42 (1.1) 0.19 (0.63) 0.62 (1.3) 0.145
Psychological Stress (PSS; 0–56; median, IQR) 31.0 (28.9–32.1) 30.0 (27.7–31.6) 31.0 (28.7–33.9) 0.303
Depressive symptoms (BDI-II; 0–63) 12.8 (9.2) 8.0 (6.4–12.7) 17.0 (12.2–19.3) 0.011
Fatigue (MFI-S; 0–20)
General Fatigue (median, IQR) 15.0 (12.9–15.1) 14.5 (12.1–15.3) 16.0 (12.5–15.9) 0.498
Physical fatigue 12.8 (4.7) 12.4 (4.8) 13.1 (4.7) 0.577
Reduced Activity (median, IQR) 10.0 (8.7–11.5) 8.0 (7.8–11.5) 11.0 (8.4–12.6) 0.741
Reduced Motivation 9.4 (3.7) 8.5 (3.4) 10.1 (3.9) 0.112
Mental Fatigue 12.2 (2.8) 12.04 (3.0) 12.3 (2.6) 0.720
Health-related quality of life (SF-36; 0–00) *
Physical Component Summary 43.0 (8.2) 45.5 (8.5) 40.6 (7.8) 0.034
Mental Component Summary 44.9 (11.0) 47.5 (11.7) 40.4 (11.0) 0.106
* For SF-36 domains total sample size was n = 45 due to missing data. Values are the mean (standard deviation; SD), unless otherwise indicated. BMI, body mass index; DBP, diastolic
blood pressure; HR, heart rate; hsCRP, high sensitivity C-reactive protein; IL-6, interleukin-6; mg, milligrams; MBP, mean blood pressure; MPO, myeloperoxidase; PA, physical activity;
SBP, systolic blood pressure; SDI, systemic damage index; SLEDAI, systemic lupus erythematosus disease activity index; TNF-α, tumor necrosis factor alpha.
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Table 2. Baseline heart rate variability (HRV) derived parameters of the study participants.
All (n = 55) Exercise (n = 26) Control (n = 29)
p
Median (IQR) Median (IQR) Median (IQR)
SDNN, ms 19.59 (13.30–25.80) 15.87 (11.34–25.24) 21.42 (14.55–26.36) 0.376
RMSSD, ms 16.20 (11.55–25.07) 14.82 (8.86–24.86) 17.33 (13.61–26.75) 0.292
pNN50 (%) 0.57 (0.21–3.17) 0.42 (0.22–2.78) 0.70 (0.22–3.48) 0.715
LF, ms2 164.12 (76.51–340.51) 157.23 (76.51–345.26) 198.18 (76.51–345.26) 0.607
HF, ms2 97.20 (39.31–299.42) 93.65 (29.92–334.81) 100.37 (59.40–216.69) 0.607
LFHF 1.57 (0.93–2.81) 1.31 (0.83–3.29) 1.82 (1.08–2.55) 0.980
SD1, ms 11.48 (8.18–17.75) 10.49 (6.27–17.60) 12.27 (9.64–17.60) 0.292
SD2, ms 25.30 (15.54–30.46) 20.86 (18.28–30.42) 25.80 (18.29–30.42) 0.423
SampEn, au 1.70 (1.55–1.83) 1.70 (1.60–1.82) 1.70 (1.51–1.83) 0.692
Values are the median (IQR, interquartile range). HF, high frequency power in absolute value; LF, low frequency power
in absolute value; pNN50, percentage of successive normal sinus RR intervals more than 50 ms; RMSSD, root mean
square successive difference; SampEn, sample entropy; ms. milliseconds: SD1, standard deviation—poincaré plot
crosswise; SD2, standard deviation—poincaré plot lengthwise; SDNN, standard deviation of NN intervals.
3.1. Associations of HRV with Inflammatory, Oxidative Stress Markers, and PROs (Aim 1)
The raw association of the HRV parameters with inflammatory markers and PROs is presented
in abbreviated form in Table 3 (see Table S1 and Figure S1 for more details). SampEn was inversely
correlated with hsCRP and MPO (r =−0.35, p < 0.01 and r =−0.32, p < 0.05, respectively). LFHF ratio was
positively correlated with IL-6 (r = 0.32, p < 0.05). There was no association of any time-domain derived
parameter with inflammatory markers. Regarding PROs, LFHF ratio was positively correlated with the
Physical Fatigue dimension of the MFI (r = 0.30, p < 0.05). There were no other significant correlations.
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Table 3. Spearman’s correlations between HRV derived parameters, inflammatory markers, and PROs (n = 55).













SDNN −0.05 −0.11 −0.21 0.04 −0.21 −0.14 0.16 −0.11 0.05 −0.14 −0.10 −0.08 −0.06 −0.03 −0.01
RMSSD −0.09 −0.14 −0.17 −0.01 −0.19 −0.03 0.04 −0.04 0.06 −0.09 0.03 0.03 0.04 0.05 −0.05
pNN50 −0.06 −0.14 −0.14 0.05 −0.09 −0.06 0.16 −0.06 0.10 −0.09 0.05 −0.02 0.04 0.07 −0.04
LF −0.03 −0.08 −0.23 −0.08 −0.16 −0.17 0.17 −0.13 0.10 −0.08 −0.10 −0.13 −0.05 −0.03 0.01
HF −0.07 −0.20 −0.23 −0.08 −0.25 −0.15 0.05 −0.14 −0.05 −0.25 −0.13 −0.03 −0.03 0.03 −0.07
LFHF 0.05 0.32 * 0.17 0.20 0.17 0.03 0.08 0.12 0.14 0.30 * −0.13 −0.05 −0.05 −0.11 0.17
SD1 −0.09 −0.14 −0.17 −0.01 −0.19 −0.03 0.04 −0.04 0.06 −0.09 −0.03 0.04 0.04 0.05 −0.05
SD2 −0.03 −0.09 −0.21 0.09 −0.20 −0.17 0.18 −0.14 0.06 −0.14 0.03 −0.09 −0.09 −0.05 0.00
SampEn −0.35 ** −0.16 −0.16 −0.32 * −0.03 −0.05 −0.19 0.15 0.05 0.04 −0.12 0.23 0.23 0.14 0.14
Notes: * p < 0.05; ** p < 0.01. BDI, Beck depression inventory; HF, high frequency power; hsCRP, high sensitivity C-reactive protein; IL-6, interleukin-6; LF, low frequency power;
MFI, multidimension fatigue inventory; MPO, myeloperoxidase; pNN50, percentage of successive normal sinus RR intervals more than 50 ms; PSS, perceived stress scale; RMSSD,
root mean square successive difference; SampEn, sample entropy; ms. milliseconds; SD1, standard deviation—poincaré plot crosswise; SD2, standard deviation—poincaré plot lengthwise;
SDI, systemic damage index; SDNN, standard deviation of NN intervals; SF-36, short form health survey; SLEDAI, systemic lupus erythematosus disease activity index; TNF-α, tumor
necrosis factor alpha.
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The quantile regression models evaluating the association between HRV parameters, inflammatory
markers, and PROs are presented in Table 4 adjusted by age, heart rate and disease duration.
Only significant correlations were explored. LFHF ratio was associated with the physical fatigue
dimension of the MFI (unstandardized coefficient (B) = 0.89; 95% confidence interval (CI) 0.15 to 1.62;
p = 0.019) but there was no association with IL-6 (B = 0.48; 95% CI −0.31 to 1.27; p > 0.05). SampEn was
inversely associated with hsCRP (B = −4.82; 95% CI −8.62 to −1.03; p = 0.014) and MPO (B = −106.51;
95% CI −182.54 to −30.50; p = 0.007). We did not find associations of HRV derived parameters with
SLEDAI or SDI.
Table 4. Quantile regression analysis evaluating the association between different components of heart
rate variability, inflammatory markers, and PROs in women with systemic lupus erythematosus (n = 55).
B SE CI 95% p
LFHF
IL-6 0.48 0.39 −0.31 1.27 0.231
MFI-Physical Fatigue 0.89 0.37 0.15 1.62 0.019
SampEn
hsCRP −4.82 1.89 −8.62 −1.03 0.014
MPO −106.51 37.85 −182.54 −30.50 0.007
hsCRP, high sensitivity C-reactive protein; IL-6, interleukin-6, LFHF, low frequency to high frequency ratio; MFI,
multidimensional fatigue inventory; MPO, myeloperoxidase; SampEn, sample entropy; adjusted by age, heart rate
and disease duration.
3.2. Effects of the Exercise Intervention on HRV-Derived Parameters (Aim 2)
The HRV signals from 5 participants from the control group were excluded due to excessive
interpolated beats (>5%). Full HRV data at baseline and week 12 was obtained from 44 participants
(21 exercise and 23 control). The primary analyses revealed no significant between-group differences
between changes in HRV derived parameters (Table 5) in all domains, and these results were consistent
in sensitivity analyses in which participants from the exercise group were included only when
attendance of the exercise sessions was ≥90% (Table S2) and in BOCF analyses (Table S3).
Table 5. Per-protocol (primary) analyses assessing the effects of 12-week progressive aerobic exercise
on HRV derived parameters in women with systemic lupus erythematosus (participants in the exercise
group were included if attendance was ≥75%).
Change from Baseline
at Week 12
Exercise (n = 21) Control (n = 23) Median Difference
(95% CI)
p
Median (SE) Median (SE)
SDNN 2.70 (2.36) 4.18 (2.91) −1.48 (−12.00 to 6.37) 0.539
RMSSD 2.03 (3.52) 2.75 (4.33) −0.72 (−12.05 to 9.74) 0.831
pNN50 0.21 (1.93) 0.28 (2.96) −0.07 (−5.87 to 6.16) 0.960
LF (ms) 2.50 (81.86) −22.31 (57.00) 24.81 (−142.07 to 169.88) 0.858
HF (ms) 4.76 (98.31) 6.91 (73.40) −2.15 (−140.79 to 129.24) 0.932
LFHF −0.12 (1.30) 0.05 (1.01) −0.17 (−01.45 to 2.30) 0.652
SD1 1.44 (2.49) 1.95 (3.07) −0.51 (−8.53 to 6.90) 0.831
SD2 3.10 (2.51) 5.22 (3.04) −2.45 (−11.91 to 6.33) 0.539
SampEn 0.02 (0.07) 0.01 (0.08) 0.01 (−0.31 to 0.23) 0.741
The analyses were adjusted for baseline values, mean heart rate, and age. Values are the median (standard error).
HF, high frequency power in absolute value; LF, low frequency power in absolute value; pNN50, percentage
of successive normal sinus RR intervals more than 50 ms; RMSSD, root mean square successive difference;
SampEn, sample entropy; ms. milliseconds; SD1, standard deviation—poincaré plot crosswise; SD2, standard
deviation—poincaré plot lengthwise; SDNN, standard deviation of NN intervals.
Regarding responders, non-responders, and adverse responders, in the control group we observed
significant differences in RMSSD between responders against non-responders and adverse responders
(p = 0.37 and p = 0.002, respectively) and between non-responder and adverse responder (p = 0.37). In the
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exercise group, there was a significant difference in RMSSD between responders and non-responders
(p = 0.001) Figure 2.
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4. Discussion
Our cross-sectional analyses revealed that, among the studied HRV-related variables, sample
entropy was inversely associated with hsCRP and MPO and that low frequency and high frequency
ratio was directly associ ted with physical fatigue in women with SLE. The secondary analyses of
our clinical trial revealed that 12 eeks of progressive aerobic training did not change HRV-derived
parameters in comparison to a control group of SLE patients ho received recommend tions for a
healthy lifestyle.
Imbalance in the ympathetic and parasympathetic divisions of th ANS are associated with
increased risk of inflammation [8] which could lead to higher cardiovascular risk [41]. In our study,
we observed that igher v lu s of hsCRP and MPO were associated with decre sed regularity
(Sampl En) but not with any other HRV parameter. Elevated hsCRP and MPO levels have been hown
to be increased in this population and associated with inflammation [42]. In addition, MPO and
hsCRP accurately predicted cardiovascular mo tality risk and risk a sessme t in coronary angiography
patie ts [43]. Sev ral inflammatory p thways seem to b involved in the relationship with HRV. One of
the possible explanations could be change in the activity of the vagal system that modulates the
i flammatory response significantly, which can be blocked or enhanced by transmitter substances
(i.e., noradrenaline) or by pro-inflamm tory cytokines [44]. A decrease in regularity (SampleEn) could
be related to the idea proposed by Goldberger et al. [45], in which n nlinea complexity bre k down
with ging and dise se reducing the individu l’s adaptive capabilities. We also found a positive
correlatio between HRV and IL-6 but not with TNF- α. After adjusting the quantile regression
model by age, heart rate, and disease duration we did not find an association between HRV and IL-6.
However, it sh uld be noted that both i flamm tory markers and ANS have a circadian variation
and that the xpla atory power of correlating HRV activity and inflammatio may be limited by the
time frame of the analysis [46]. Given that our HRV data were collected in the fternoo and once at
baseline d fter the i tervention, this could affect our conclusio s about these associations.
R garding PROs, we did not find in our sample associations between HRV and depression, stress
or health-related quality of life as pr viously reported [47]. Howev r, we observed an ssociation
between HRV and physical fatigue, as previous findings in other illnesses such as breast cancer [48].
According to Pagani et al. [49], sl w autonomic responses to environmental demands or an imbalance
between sympathetic and parasympathetic branches may contribute to reduced physical activity,
nd increased fatigue. It is important to note th t fatigue improveme ts have be n described in SLE
independently of changes in fit ess levels and that fatigue is a multifaceted phenomenon that might be
ffected by different peripheral and entral mechanisms [50]. Howev r, we have observed reductions
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in general fatigue after our exercise intervention with cardiorespiratory fitness as a mediator [20],
which could be related to a better conditioning in these patients.
To the best of our knowledge, no prior research has evaluated the effects of aerobic exercise on
HRV in women with SLE. Yorgun et al. [28] studied HRV during 24 h in SLE patients and controls after
an exercise stress test finding a higher QT dispersion, along the lines of previous work by Rivera-López
et al. [51], and impairments in the autonomic cardiac function in SLE patients compared to controls.
A similar study was performed by Bienias et al. [29] controlling the effect of beta-blockers in one of
the groups, concluding that impaired heart rate recovery was associated with disease duration and
beta-blocker treatment. Our results showed no differences in HRV between groups after an aerobic
exercise program. However, as shown in Figure 2, there are some participants that improved their
RMSDD after the intervention and, compared to the control group, all participants slightly improved
as well even if these differences were not significant. It is important to note that our sample size
is small, and we had dropout patients in both groups, although our results were consistent across
different sensitivity analyses (Tables S2 and S3). This show that, although our intervention improved
CRF in these patients [19], it was not as effective in other secondary parameters such as HRV. Therefore,
a more effective or intense intervention program could have had improvements in HRV and other
physiological parameters. In fact, HRV as a tool to guide daily training has shown to be superior
(at increasing fitness and exercise performance) to other training conventional methods [52].
This study has limitations. First, since our sample size was relatively small, and this study
is exploratory and hypotheses-generating in nature, we did not perform corrections for multiple
comparisons, which would likely eliminate all the observed associations. Future studies with larger
samples should confirm or contrast these findings. Second, only women with mild/inactive disease
were included. Therefore, the results are not generalizable to men or even women with medium–high
disease. Third, this study comes from the secondary analysis of a non-randomized design, and, despite
statistical adjustment, residual confounding cannot be discarded. Four, we did not have a group of
healthy subjects performing the exercise program, which would have enabled us to compare the results.
However, the study also has some strengths that must be highlighted. First, to our knowledge this is
the most comprehensive study done about HRV in women with SLE. Second, we have shown how
everyone responded individually to the exercise program based on their HRV.
5. Conclusions
Our study suggests that increases in hsCRP and MPO are related to decreased regularity, and that
physical fatigue seems to be related to HRV in women with SLE. Additionally, 12 weeks of progressive
aerobic training (75 min twice a week) did not produce any changes in HRV derived parameters
compared to a usual care control group in women with mild/inactive disease. Future clinical trials with
larger sample sizes and a different training program or with higher intensity are needed to enhance
our understanding on how HRV could help monitor inflammation in this population; and how they
respond to an exercise intervention using HRV as a guideline to prescribe training on a day-to-day basis.
Supplementary Materials: The following are available online at http://www.mdpi.com/1660-4601/17/24/9501/s1,
Figure S1: Correlations between HRV derived parameters and inflammatory markers (n = 55), Table S1: Spearman’s
correlations between HRV derived parameters, inflammatory markers, and PROs (n = 55), Table S2: Sensitivity
analyses assessing the effects of 12-week progressive aerobic exercise on HRV derived parameters in women with
systemic lupus erythematosus (participants in the exercise group were included if attendance ≥90%), Table S3:
Sensitivity analyses using baseline-observation carried forward imputation assessing the effects of 12-week
progressive aerobic exercise on HRV derived parameters in women with systemic lupus erythematosus.
Author Contributions: Conceptualization, E.M.-R. and A.S.-M.; methodology, S.S.-R. and A.H.-M.; formal
analysis, E.M.-R.; resources, S.S.-R., A.H.-M., A.R.-C., and B.G.-C.; data curation, B.G.-C.; writing—original draft
preparation, E.M.-R.; writing—review and editing, E.M.-R., S.S.-R., A.H.-M., A.R.-C., B.G.-C., E.G.A., J.A.V.-H.,
and A.S.-M.; visualization, E.G.A.; supervision, J.A.V.-H.; project administration, J.M.S.; funding acquisition,
J.A.V.-H. and A.S.-M. All authors have read and agreed to the published version of the manuscript.
Int. J. Environ. Res. Public Health 2020, 17, 9501 12 of 14
Funding: This work was supported by Fundación para la Investigación Biosanitaria de Andalucía Oriental (grant
number: PI-0525-2016 and PIER-0223-2019). E.M.-R. was supported by the Spanish Ministry of Universities
(FPU18/01107) and A.H.-M. by the Gerty Cory pre-doctoral program for deficit areas at the University of Almería.
Acknowledgments: The authors would like to thank the study participants for their collaboration. We also
gratefully acknowledge the members of the Internal Medicine Department for their support during data collection,
and the people involved in the supervision of the exercise intervention and suggestions during the design of it.
Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the decision to
publish the results.
References
1. Margery-Muir, A.A.; Bundell, C.; Nelson, D.; Groth, D.M.; Wetherall, J.D. Gender balance in patients with
systemic lupus erythematosus. Autoimmun. Rev. 2017, 16, 258–268. [CrossRef] [PubMed]
2. Lisnevskaia, L.; Murphy, G.; Isenberg, D. Systemic lupus erythematosus. Lancet 2014, 384, 1878–1888.
[CrossRef]
3. Stojan, G.; Petri, M. Epidemiology of systemic lupus erythematosus: An update. Curr. Opin. Rheumatol.
2018, 30, 144–150. [CrossRef]
4. Ocampo-Piraquive, V.; Nieto-Aristizábal, I.; Cañas, C.A.; Tobón, G.J. Mortality in systemic lupus
erythematosus: Causes, predictors and interventions. Expert Rev. Clin. Immunol. 2018, 14, 1043–1053.
[CrossRef]
5. Liu, Y.; Kaplan, M.J. Cardiovascular disease in systemic lupus erythematosus: An update.
Curr. Opin. Rheumatol. 2018, 30, 441–448. [CrossRef]
6. Freeman, J.V.; Dewey, F.E.; Hadley, D.M.; Myers, J.; Froelicher, V.F. Autonomic Nervous System Interaction
With the Cardiovascular System During Exercise. Prog. Cardiovasc. Dis. 2006, 48, 342–362. [CrossRef]
7. Lahiri, M.K.; Kannankeril, P.J.; Goldberger, J.J. Assessment of Autonomic Function in Cardiovascular Disease.
Physiological Basis and Prognostic Implications. J. Am. Coll. Cardiol. 2008, 51, 1725–1733. [CrossRef]
8. Marsland, A.L.; Gianaros, P.J.; Prather, A.A.; Jennings, J.R.; Neumann, S.A.; Manuck, S.B. Stimulated
production of proinflammatory cytokines covaries inversely with heart rate variability. Psychosom. Med.
2007, 69, 709–716. [CrossRef]
9. Task Force Heart rate variability. Standards of measurement, physiological interpretation, and clinical
use. Task Force of the European Society of Cardiology and the North American Society of Pacing and
Electrophysiology. Eur. Heart J. 1996, 17, 354–381. Available online: https://www.escardio.org/static-
file/Escardio/Guidelines/Scientific-Statements/guidelines-Heart-Rate-Variability-FT-1996.pdf (accessed on
14 December 2020). [CrossRef]
10. Singh, N.; Moneghetti, K.J.; Christle, J.W.; Hadley, D.; Plews, D.; Froelicher, V.; Plews, D. Heart Rate Variability:
An Old Metric with New Meaning in the Era of using mHealth Technologies for Health and Exercise Training
Guidance. Part One: Physiology and Methods. Arrhythmia Electrophysiol. Rev. 2018, 7, 193–198. [CrossRef]
11. Stojanovich, L. Autonomic dysfunction in autoimmune rheumatic disease. Autoimmun. Rev. 2009, 8, 569–572.
[CrossRef] [PubMed]
12. Laversuch, C.J.; Seo, H.; Modarres, H.; Collins, D.A.; McKenna, W.; Bourke, B.E. Reduction in heart rate
variability in patients with systemic lupus erythematosus. J. Rheumatol. 1997, 24, 1540–1544. [PubMed]
13. Aydemir, M.; Yazisiz, V.; Basarici, I.; Avci, A.; Erbasan, F.; Belgi, A.; Terzioglu, E. Cardiac autonomic profile in
rheumatoid arthritis and systemic lupus erythematosus. Lupus 2010, 19, 255–261. [CrossRef] [PubMed]
14. Thanou, A.; Stavrakis, S.; Dyer, J.W.; Munroe, M.E.; James, J.A.; Merrill, J.T. Impact of heart rate variability, a
marker for cardiac health, on lupus disease activity. Arthritis Res. Ther. 2016, 18, 197. [CrossRef] [PubMed]
15. Matusik, P.S.; Matusik, P.T.; Stein, P.K. Heart rate variability in patients with systemic lupus erythematosus:
A systematic review and methodological considerations. Lupus 2018, 27, 1225–1239. [CrossRef]
16. Tselios, K.; Gladman, D.D.; Harvey, P.; Su, J.; Urowitz, M.B. Severe brady-arrhythmias in systemic lupus
erythematosus: Prevalence, etiology and associated factors. Lupus 2018, 27, 1415–1423. [CrossRef]
17. Whelton, S.P.; Narla, V.; Blaha, M.J.; Nasir, K.; Blumenthal, R.S.; Jenny, N.S.; Al-Mallah, M.H.; Michos, E.D.
Association between resting heart rate and inflammatory biomarkers (high-sensitivity C-reactive protein,
interleukin-6, and fibrinogen) (from the Multi-Ethnic Study of Atherosclerosis). Am. J. Cardiol. 2014, 113,
644–649. [CrossRef]
Int. J. Environ. Res. Public Health 2020, 17, 9501 13 of 14
18. O’Dwyer, T.; Durcan, L.; Wilson, F. Exercise and physical activity in systemic lupus erythematosus:
A systematic review with meta-analyses. Semin. Arthritis Rheum. 2017, 47, 204–215. [CrossRef]
19. Soriano-Maldonado, A.; Morillas-de-Laguno, P.; Sabio, J.M.; Gavilán-Carrera, B.; Rosales-Castillo, A.;
Montalbán-Méndez, C.; Sáez-Urán, L.M.; Callejas-Rubio, J.L.; Vargas-Hitos, J.A. Effects of 12-week Aerobic
Exercise on Arterial Stiffness, Inflammation, and Cardiorespiratory Fitness in Women with Systemic LUPUS
Erythematosus: Non-Randomized Controlled Trial. J. Clin. Med. 2018, 7, 477. [CrossRef]
20. Gavilán-Carrera, B.; Vargas-Hitos, J.A.; Morillas-de-laguno, P.; Rosales-Castillo, A.; Sola-Rodríguez, S.;
Callejas-Rubio, L.; Sabio, M.; Soriano-Maldonado, A. Effects of 12-week aerobic exercise on patient-reported
outcomes in women with systemic lupus erythematosus. Disabil. Rehabil. 2020, 1–9. [CrossRef]
21. Sloan, R.A.; Sawada, S.S.; Martin, C.K.; Church, T.; Blair, S.N. Associations between cardiorespiratory fitness
and health-related quality of life. Health Qual. Life Outcomes 2009, 7, 47. [CrossRef] [PubMed]
22. Myers, J.; McAuley, P.; Lavie, C.J.; Despres, J.-P.; Arena, R.; Kokkinos, P. Physical Activity and
Cardiorespiratory Fitness as Major Markers of Cardiovascular Risk: Their Independent and Interwoven
Importance to Health Status. Prog. Cardiovasc. Dis. 2015, 57, 306–314. [CrossRef] [PubMed]
23. Fanouriakis, A.; Kostopoulou, M.; Alunno, A.; Aringer, M.; Bajema, I.; Boletis, J.N.; Cervera, R.; Doria, A.;
Gordon, C.; Govoni, M.; et al. 2019 Update of the EULAR recommendations for the management of systemic
lupus erythematosus. Ann. Rheum. Dis. 2019, 78, 736–745. [CrossRef] [PubMed]
24. Benatti, F.B.; Pedersen, B.K. Exercise as an anti-inflammatory therapy for rheumatic diseases-myokine
regulation. Nat. Rev. Rheumatol. 2015, 11, 86–97. [CrossRef]
25. Lavie, C.J.; Ozemek, C.; Carbone, S.; Katzmarzyk, P.T.; Blair, S.N. Sedentary Behavior, Exercise,
and Cardiovascular Health. Circ. Res. 2019, 124, 799–815. [CrossRef]
26. Anderson, L.; Thompson, D.R.; Oldridge, N.; Zwisler, A.-D.; Rees, K.; Martin, N.; Taylor, R.S. Exercise-based
cardiac rehabilitation for coronary heart disease. Cochrane Database Syst. Rev. 2016, 67, 1–12.
27. Speck, R.M.; Courneya, K.S.; Mâsse, L.C.; Duval, S.; Schmitz, K.H. An update of controlled physical activity
trials in cancer survivors: A systematic review and meta-analysis. J. Cancer Surviv. 2010, 4, 87–100. [CrossRef]
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